FRIDAY,  AUeUST  8,  1975 


PART  IV: 


DEPARTMENT  OF 
HEALTH, 

EDUCATION,  AND 
WELFARE 

Food  and  Drug  Administration 


MEDICATED 
ANIMAL  FEEDS 


Current  Good  Manufacturins  Practice; 
Proposed  Amendments 


n3554 


PROPOSED  RULES 


DEPARTMENT  OF  HEALTH. 
EDUCATION,  AND  WELFARE 
Food  and  Drug  Administration 
[  21  CFR  Parts  210,  225  ] 

{Docket  No.  75N-0056I 

MEDICATED  FEEDS;  CURRENT  GOOD 
MANUFACTURING  PRACTICE 

Notice  of  Proposed  Amendments 

The  Commissioner  of  Pood  and  Drugs 
is  proposing  that  the  regulations  describ¬ 
ing  current  good  manufacturing  practice 
in  the  production  of  medicated  animal 
feeds  be  revised  to  reflect  current  prac¬ 
tice  and  technology  in  the  manufacture 
of  medicated  feeds.  The  current  Good 
Manufacturing  Practice  regulations,  pro- 
mtilgated  in  1965,  are  found  in  21  CfK 
225.1  to  225.115  (formerly  §§  133.100  to 
133.110  prior  to  recodification  published 
in  the  Federal  Register  of  March  27. 
1975  (40  FR  13996) ) ,  Interested  persons 
have  until  October  7,  1975,  to  submit 
comments. 

Medicated  feed  is  both  a  food  and  a 
drug  for  animals;  it  supplies  the  food  for 
daily  nutritional  needs  of  the  animal  as 
well  as  drugs  that  help  to  provide  optimal 
heath  and  productivity.  Medicated  feed  is 
a  vehicle  for  administering  drugs  to  ani¬ 
mals  for  disease  control  (prevention/ 
treatment)  or  improvement  in  produc¬ 
tion  efficiency.  For  disease  control,  it 
serves  as  a  way  of  administering  drug 
therapy  efficiently  on  a  herd  or  flock 
basis.  In  the  area  of  improvement  in  pro¬ 
duction  efficiency,  the  use  of  medicated 
feed  normally  re^ts  in  the  target  ani¬ 
mals  growing  more  rapidly,  thus  achiev¬ 
ing  a  marketable  carcass  weight  in  a 
shorter  period  of  time.  This  more  rapid 
growth  may  be  accompanied  by  a  reduc¬ 
tion  in  the  amount  of  feed  necessary  to 
produce  a  marketable  product.  The  re¬ 
duced  time  and  feed  costs  of  production 
increase  the  economic  yield  of  the 
animal. 

The  Commissioner  is  aware  of  the  im¬ 
pact  that  medicated  feeds  have  in  the 
economic  production  of  wholesome  food 
derived  from  domestic  livestock  and  poul¬ 
try.  He  also  recognizes  the  important  and 
integral  role  of  the  feed  manufacturing 
Industry  in  the  manufacture  of  medi¬ 
cated  feeds  that  are  safe  and  effective. 
Estimates  available  to  the  Commissioner 
show  that  feed  manufacturers  prepare 
more  than  45  million  tons  of  m^cated 
feed  annually  and  that  approximately 
80  percent  of  our  food  animals  have,  at 
some  point  during  their  lives,  been  fed  a 
medicated  feed.  Medicated  feeds  are  pro¬ 
duct  In  more  than  12,000  feed  manu¬ 
facturing  establishments. 

Trends  in  the  livestock  and  poultry  in¬ 
dustries  indicate  that,  in  the  future,  in¬ 
creased  reliance  will  be  placed  on  medi¬ 
cated  feeds  as  production  aids.  The  trend 
toward  high  density  animal  production, 
grouping  of  animals  within  a  similar  pro¬ 
duction  class,  and  relatively  high  costs 
for  labor  and  feed  are  already  well  es¬ 
tablished.  Increasing  costs  of  energy  are 
an  additional  factor  which  must  be  con¬ 
sidered.  Medicated  feeds  permit  high 


density,  short-duration  growth  periods 
that  otherwise  would  not  be  possible. 

For  these  reasons  the  Commissioner 
established  an  intra-agency  Medicated 
Feed  Task  Force  to  review  and  evaluate 
current  Food  and  Drug  Administration 
programs  and  regulations  for  medicated 
feeds.  In  this  review  and  evaluation, 
there  was  to  be  an  assessment  of  the  Cur¬ 
rent  Good  Manufacturing  Practice  reg¬ 
ulations  for  medicated  feeds  In  terms  of 
their  application  to  the  current  tech¬ 
nology  of  the  feed  manufacturing  indus¬ 
try. 

The  task  force  has  completed  its  as¬ 
sessment  of  the  Chirrent  Good  Manufac¬ 
turing  Practice  regulations  for  medicated 
feeds  and  has  concluded  that  they  should 
be  amended  (1)  to  set  forth  with  greater' 
clarity  and  particularity  the  criteria 
essential  to  the  production  of  medicated 
feeds  that  are  not  adulterated  or  mis¬ 
branded;  (2)  to  take  Into  consideration 
advances  In  feed  manufacturing  tech¬ 
nology  such  as  computerized  numufac- 
turing  techniques,  the  growth  In  ttie  use 
of  ingredient  processing  techniques  (e.g. 
flaking,  popping,  rolling) ,  and  other  new 
forms  of  feeds  such  as  feed  cubes,  blocks 
and  liquid  supplements,  and;  (3)  to  in¬ 
clude  in  each  section  of  the  regulations, 
because  of  the  extraordinary  diversity 
of  the  regulated  Industry,  a  brief.  Inform¬ 
ative  explanation  of  why  the  require¬ 
ments  contained  therein  are  necessary. 

The  Commissioner  concurs  with  the 
conclusions  of  the  task  force  and  pro¬ 
poses  that  the  Current  Good  Manufac¬ 
turing  Practice  regulations  be  amended, 
as  set  forth  below,  to  be  consistent  with 
current  industry  technology  and  prac¬ 
tice.  Further,  as  proposed,  the  first  para¬ 
graph  of  each  section  of  the  regulations 
explains  the  purpose  of  the  section  and 
the  manner  in  which  it  relates  to  good 
manufacturing  practices.  The  remainder 
of  each  section  consists  of  specific,  re¬ 
quired  good  manufacturing  practices  to 
assure  that  medicated  feeds  are  manu¬ 
factured  In  compliance  with  the  require¬ 
ments  of  the  act. 

A  significant  change  is  made  in  the 
requirements  for  the  assay  of  finished 
medicated  feeds.  The  purpose  of  the  pres¬ 
ent  assay  requirements  is  to  determine 
the  suitability  of  the  firm’s  manufactur¬ 
ing  procedures  and  controls  in  producing 
uniform  medicated  feeds  and  to  prevent 
the  distribution  of  a  medicated  feed 
which  is  Improperly  formulated.  The 
drug  assays  In  feed  are  time  consuming 
and  require  laboratory  facilities  which 
are  usually  not  immediately  available. 
Therefore,  the  results  of  analysis  are 
seldom  available  prior  to  shipment. 
This  can  result  in  the  shipment  of  prod¬ 
ucts  prior  to  a  determination  of  their 
compliance  with  the  established  specifi¬ 
cations.  In  lieu  of  the  existing  assay  re¬ 
quirements,  the  proposal  reduces  the 
number  of  assays  required  but  institutes 
more  stringent  daily  drug  component  ac- 
coimtability  controls  which  the  Commis¬ 
sioner  has  concluded  will  result  In  im¬ 
proved  quality  control  at  the  time  of 
manufacture,  thus  lessening  the  likeli¬ 
hood  of  the  distribution  of  violative 
feeds. 


The  current  sissay  requirements  for 
medicated  feeds  subject  to  a  Medicated 
Feed  Application,  Form  FD-1800,  ap¬ 
proval  include  an  analysis  of  each  of  the 
fint  three  batches  manufactured,  as  well 
ms  three  additional  analyses  for  every 
400  tons  of  feed  produced.  For  medicated 
feeds  not  subject  to  Form  FD-1800  ap¬ 
proval,  the  requirements  are  similar  ex¬ 
cept  that  the  first  three  batches  need  not 
be  assayed. 

The  proposed  assay  requirements  for 
medicated  feeds  requiring  approved 
Medicated  Peed  Applications  for  their 
manufacture  and  marketing  provide  that 
at  least  three  samples  of  the  medicated 
feed  containing  each  drug  or  drug  com¬ 
bination  used  in  their  manufacture  shall 
be  collected  and  assayed,  using  approved 
official  methods  at  periodic  Intervals  dur¬ 
ing  the  calendar  year  unless  otherwise 
specified  by  regulation  In  Part  558  (for¬ 
merly  Part  135e).  One  of  these  assays 
shall  have  been  performed  on  the  initial 
batch.  It  Is  further  proposed  that  if  a 
medicated  feed  contains  a  combination 
of  drugs,  only  one  of  the  drugs  in  the 
combination  need  be  subject  to  analy¬ 
sis.  The  following  examples  Illustrate 
the  proposed  assay  requirements: 

(1)  If  an  establishment  uses  10  drugs 
or  drug  combinations  to  prepare  medi¬ 
cated  feeds  requiring  Form  FD-1800  ap¬ 
proval,  a  total  of  30  samples  of  such 
medicated  feed  would  have  to  be  col¬ 
lected  and  assayed  annually.  These 
samples  are  to  be  collected  and  assayed 
periodically,  rather  than  collected  from 
consecutive  batches  or  production  runs, 
e.g.,  3  samples  collected  and  assayed  in 
10  of  the  12  months  during  the  calendar 
year.  Samples  may  be  collected  for 
analysis  across  feed  classifications,  e.g., 
poultry  starters,  poultry  growers,  poul¬ 
try  finishers,  laying  rations,  swine 
starters,  swine  growers,  swine  finishers, 
etc. 

(2)  If  a  medicated  feed  contains  a 
combination  of  three  drugs,  i.e..  Drug 
A,  Drug  B,  and  Drug  C,  three  samples 
of  that  feed  shall  be  collected  and  as¬ 
sayed  annually.  Sample  No.  1,  collected 
in  January,  may  be  assayed  for  Drug  A. 
Sample  2,  collected  In  June,  may  be 
assayed  for  Drug  B.  Sample  No.  3,  col¬ 
lected  in  November,  may  be  assayed  for 
Drug  C.  The  same  principle  would  apply 
for  any  other  combination  drug  produced 
by  that  manufacturer. 

(3)  It  Is  additionally  proposed  that 
medicated  feeds  not  requiring  approved 
medicated  feed  applications  for  their 
manufacture  be  assayed  at  least  once  a 
year  to  assure  the  firm’s  capability  of 
producing  uniform  and  properly  labeled 
lots  of  these  products.  The  firm  may  run 
such  additional  assays  as  desired  to  fur¬ 
ther  ensure  the  adequacy  of  the  feed 
for  its  intended  purpose. 

Nonmedicated  feed  manufactured, 
processed,  packed,  or  held  In  the  same 
facilities  and  with  the  same  equipment 
as  medicated  feeds  may  become  adul¬ 
terated  with  drugs  If  the  medicated  feeds 
are  not  manufactured,  processed,  packed, 
or  held  In  accordance  with  current  good 
manufacturing  practices.  Therefore,  the 
Commissioner  proposes  that  when  non- 
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medicated  feeds  are  found  to  contain  un¬ 
safe  levels  drug  contamination  caused 
by  a  firm’s  failure  to  adhere  to  the  Cur¬ 
rent  Good  Manufacturing  Practice  reg¬ 
ulations,  any  medicated  feeds  produced 
on  the  premises  shall  be  deemed  adul¬ 
terated  within  the  meaning  of  section 
501(a)(2)  (B)  of  the  act. 

Upon  publication  of  a  final  regulation 
based  upon  this  proposal,  the  Medi¬ 
cated  Peed  Application  (Form  PD-1800) 
will  be  revls^  to  reflect  the  medicated 
feed  sampling  and  assay  requirements 
included  therein. 

Therefore,  pursuant  to  the  provisions 
of  the  Federal  Food,  Drug,  and  Cosmetic 
Act  (secs.  501,  512,  701(a).  52  Stat.  1049- 
1050  as  amended,  1055,  82  Stat.  343-351 
(21  UB.C.  351,  360b.  371  (a) ) )  and  under 
authority  delegated  to  the  Commissioner 
(21  CFR  2.120).  it  is  proposed  that 
Parts  210  and  225  be  amended  as  follows: 

1.  Part  210  is  amended  in  §  210.3  by 
revising  paragraphs  (c)  (1)  and  (2)  as 
follows: 

§  210.3  Definition!*. 

•  *  •  *  * 

(c)  •  •  • 

(1)  The  term  “medicated  feed”  means 
any  animal  feed  as  defined  in  section  201 
(x)  which  contains  one  or  more  drugs  as 
defined  in  section  201(g)  of  the  act.  The 
manufacture  of  medicated  feeds  is  sub¬ 
ject  to  Sf  225.1  through  225.115  of  this 
chapter,  inclusive. 

(2)  The  term  “medicated  premix’’ 
means  any  drug  as  defined  in  section  201 
(g)  of  the  act  which  is  used  for  further 
manufacture  in  the  production  of  a  medi¬ 
cated  feed.  The  manufacture  of  medi¬ 
cated  premixes  is  subject  to  9§  226.1 
through  226.115  of  this  chapter,  Inclusive. 

2.  Part  225  is  revised  to  read  as  follows: 

Subp»rt  A — General  Provisions 

Sec. 

225.1  Current  good  manufacturing  prac¬ 
tice. 

225.10  Personnel. 

Subpart  B— Construction  and  Maintenance  of 
Facilities  and  Equipment 

225.20  -Buildings. 

225.30  Equipment. 

225.35  Use  of  work  areas  and  equipment  for 
other  manufacturing  purposes. 

Subpart  C — Product  Quality  Control 

225.42  Components. 

225.58  Laboratory  controls. 

225.65  Equipment  clean-out  procedures. 

Subpart  D — Packaging  and  Labeling 
225.80  Labeling. 

Subpart  E — Records  and  Reports 

225.102  Master  formula  and  production 
records. 

225.110  Distribution  records. 

225.115  Complaint  files. 

Authority:  Secs.  601,  701,  52  Stat.  1049- 
1050  as  amended,  1055-1056  as  amended  (21 
u  s  e.  351,  371). 

Subpart  A — General  Provisions 

§  223.1  Current  good  manufacturing 
practice. 

(a)  Section  501(a)  (2)  (B)  of  the  Fed¬ 
eral  Food,  Drug,  and  Cosmetic  Act  pro¬ 
vides  that  a  drug,  including  an  animal 


feed  bearing  or  containing  a  drug,  shall 
be  deemed  to  be  adulterated  if  the  meth¬ 
ods  used  in,  or  the  facilities  or  controls 
used  for.  its  manufacture,  processing, 
packing,  or  holding  (including  distribu¬ 
tion)  do  not  conform  to  or  are  not  oper¬ 
ated  or  administered  in  conformity  with 
current  good  manufacturing  practice. 

(b)  The  provisions  of  S9  225.20  through 
225.115,  inclusive,  set  forth  the  criteria 
for  determining  whether  the  manufac¬ 
ture  of  a  medicated  feed  is  in  compliance 
with  current  good  manufacturing  prac¬ 
tice  to  assure  that  such  drug  meets  the 
requirements  of  the  act  as  to  safety  and 
has  the  Identity  and  strength,  and  meets 
the  quality  and  purity  characteristics, 
which  it  purports  or  is  represented  to 
possess.  These  regulations  shall  apply  to 
all  types  of  facilities  used  in  the  pro¬ 
duction  of  medicated  feeds,  including 
facilities  where  precision,  automatic, 
mechanical,  or  electronic  equipment  is 
employed.  These  regulations  also  govern 
those  instances  in  which  failure  to  ad¬ 
here  to  the  regulations  has  caused  non- 
medicated  feeds  that  are  manufactured, 
processed,  packed,  or  held  to  be  adulter¬ 
ated.  In  such  cases,  the  medicated  feed 
shall  be  deemed  to  be  adulterated  within 
the  meaning  of  section  501(a)  (2)  (B)  of 
the  act,  and  the  nonmedlcated  feed  shall 
be  deemed  to  be  adulterated  within  the 
meaning  of  402(a)(2)(D). 

§  223.10  Personnel. 

(a)  Qualified  personnel  and  adequate 
personnel  training  and  supervision  are 
essential  for  the  proper  formulation, 
manufacture,  and  control  of  medicated 
feeds.  Training  and  experience  leads  to 
proper  use  of  equipment,  maintenance 
of  accurate  records,  and  detection  and 
prevention  of  possible  deviations  from 
currmt  good  manufacturing  practices. 

(b)  (1)  All  employees  involved  in  the 
manufacture  of  medicated  feeds  shall 
have  an  understanding  of  the  manufac¬ 
turing  or  control  operation  (s)  which  they 
perform,  including  the  location  and 
proper  use  of  equipment. 

<2)  The  manufacturer  shall  provide 
an  on-the-job  training  program  for 
employees. 

(3)  Hie  manufacturer  shall  provide 
an  on-going  program  of  evaluation  and 
supervision  of  employees  in  the  manu¬ 
facture  of  medicated  feeds. 

Subpart  B — Construction  and  Maintenance 
of  Facilities  and  Equipment 

§  223.20  Buildings. 

(a)  The  location,  design,  construction, 
and  [diysical  size  of  the  buildings  and 
other  production  facilities  are  factors 
important  to  the  manufacture  of  medi¬ 
cated  feed.  The  features  of  facilities  nec¬ 
essary  to  assure  pre^r  manufacture  of 
medicated  feed  include  provision  for 
ease  of, access  to  structures  and  equip¬ 
ment  in  need  of  routine  maintenance; 
ease  of  cleaning  of  equipment  and  work 
areas;  facilities  to  promote  personnel  hy¬ 
giene;  structural  conditions  for  control 
and  prevention  of  vermin  and  pest  in¬ 
festation;  adequate  space  for  the  orderly 
receipt  and  storage  of  drugs  and  feed 
ingredients  and  the  controlled  flow  of 


these  materials  through  the  processing 
and  manufacturing  operations;  and  the 
equipmoit  for  the  accurate  packaging 
and  cMlvery  of  a  medicated  feed  of  spec¬ 
ified  labeling  and  composiUon. 

(b)  Ihe  construction  and  mainten¬ 
ance  of  buildings  in  which  medicated 
feeds  are  manufactured,  processed,  pcu:k- 
aged,  labeled,  or  held  shall  conform  to 
the  following: 

( 1 )  The  building  grounds  shall  be  ade¬ 
quately  drained  and  routinely  maintain¬ 
ed  so  that  they  are  free  from  litter,  waste, 
refuse,  uncut  weeds  or  grass,  standing 
water,  and  improperly  stored  equipment. 

(2)  The  building  shall  be  maintained 
in  a  reasonably  clean  and  orderly  man¬ 
ner; 

(3)  The  building  shall  be  of  suitable 
construction  to  minimize  access  by  ro¬ 
dents,  birds.  Insects,  and  other  pests  and 
shall  be  free  from  cracks,  holes,  and 
other  defects  that  can  permit  entry  of 
rodents  and  pests. 

(4)  The  buildings  shall  include  space 
and  lighting  adequate  to  preclude  mix- 
ups  and  cross-contamination  for  each  of 
the  following  various  medicated  feed 
manufacturing  operations: 

(1)  The  receipt,  control,  and  storage 
of  components. 

(il)  Component- processing. 

(iii)  Medicated  feed  manufacturing. 

(iv)  Packaging  and  labeling. 

(v)  Storage  of  containers,  packaging 
materials,  labeling  and  finished  prod¬ 
ucts. 

(vi)  Routine  maintenance  of  equip¬ 
ment. 

§  223.30  Equipnirnt. 

(a)  Equipment  which  is  designed  to 
perform  its  intended  function  and  is 
properly  installed  and  used  is  essential 
to  the  manufacture  of  medicated  feeds. 
Such  equipment  permits  production  of 
feeds  of  luiiform  quality,  facilities  clean¬ 
ing,  and  minimizes  spillage  of  drug  com¬ 
ponents  and  finished  product. 

(b)  (1)  All  equipment  shall  possess  the 
capability  to  produce  a  medicated  feed  of 
known  potency,  safety,  and  purity. 

(2)  All  equipment  shall  be  maintained 
in  a  clean  and  orderly  manner. 

(3)  All  equipment,  including  scales 
and  liquid  metering  devices,  shall  be  of 
suitable  size,  design,  construction,  preci¬ 
sion,  and  accuracy  for  their  intended 
purpose. 

(4)  All  scales  and  metering  devices 
shall  be  tested  for  accuracy  upon  instal¬ 
lation  and  at  least  once  a  year  thereafter, 
or  more  frequently  as  may  be  necessary 
to  insure  th^  accuracy. 

(5)  All  equipment  shall  be  constructed 
so  that  lubricants  and  coolants  do  not 
contact  or  become  a  part  of  the  com¬ 
ponents  or  the  medicated  feed. 

(6)  All  equipment  shall  be  so  con¬ 
structed  and  installed  as  to  facilitate  in- 
spiectlon  and  cleaning  of  all  surfaces  that 
come  in  contact  with  the  medicated  feeds 
or  drug  components  thereof. 

§  223.33  Use  of  work  areas  and  equip¬ 
ment  for  other  manufacturing  pur¬ 
poses. 

(a)  Many  manufacturers  of  medicated 
feeds  are  also  involved  in  the  manufac- 
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ture  of  products  which  are  not  Intended 
for  animal  feed  use,  such  as  fertilizers, 
herbicides.  Insecticides,  fungicides,  to~ 
dentlcldes,  and  other  pesticides.  Manu¬ 
facturing  of  nonfeed  and  feed  products 
in  the  same  facilities  may  cause  adul¬ 
teration  of  feed  products  with  toxic  or 
otherwise  unaK>roved  feed  additives. 

(b)  Woilc  areas  and  equipment  used 
for  the  manufacture  or  storage  of  medi¬ 
cated  feeds  or  components  thereof  shall 
not  be  used  for,  and  shall  be  physically 
separated  frmn,  work  areas  and  equip¬ 
ment  used  for  the  manufacture  of  fer¬ 
tilizers.  heiblcldes.  Insecticides,  fimgl- 
cides,  rodentlcldes,  and  other  pesticides 
unless  such  articles  are  iqiproved  drugs 
Intended  for  use  in  the  manufacture  of 
medicated  feed. 

Subpart  C — Product  Quality  Control 
§  225.42  Components. 

(a)  A  medicated  feed,  In  addition  to 
providing  nutrients.  Is  a  v^ilcle  for  the 
administration  of  a  drug  to  an  animal. 
Medicated  feeds  must  contain  the  speci¬ 
fied  drug(s)  In  the  correct  quantity,  and 
the  receipt,  storage,  Inventory,  and  han¬ 
dling  procedures  for  drugs.  Including 
drug  compcments,  of  medicated  feeds 
must  be  adequate  to  assiu^  their  identity, 
strength,  quality,  and  purity  In  a  finished 
product. 

(b)  The  receipt,  storage,  and  Inven¬ 
tory  of  drugs,  Including  imdiluted  drugs 
and  any  Intermediate  mixes  containing 
drugs,  which  are  used  In  the  manufac¬ 
ture  and  processing  of  medicated  feeds 
shall  conform  to  the  following: 

(1)  Incoming  shipments  of  drugs  shall 
be  Inspected  for  identity  and  damage. 
Drugs  which  have  been  subjected  to 
conditions  that  have  adversely  affected 
their  Identity,  strength,  quality,  or  purity 
shall  not  be  accepted  for  use. 

(2)  Packaged  drugs  shall  be  stored  In 
their  original  containers. 

(3)  Bulk  drugs  shall  be  Identified  and 
stored  In  a  manner  such  that  their  Iden¬ 
tity,  strength,  quality,  and  purity  will  be 
maintained. 

(4)  Drugs  in  the  mixing  areas  shall  be 
properly  Identified,  stored,  handled,  and 
controlled  to  maintain  ^elr  Integrity 
and  Identity.  Sufficient  space  shall  be 
provided  for  the  location  of  each  drug. 

(5)  A  receipt  record  ^all  be  prepared 
and  maintained  for  each  lot  of  drug  re¬ 
ceived.  The  receipt  record  shall  accu¬ 
rately  indicate  the  Identity  and  quantity 
of  the  drug,  the  name  of  the  supplier,  the 
supplier’s  lot  number,  the  date  of  receipt^ 
the  condition  of  the  drug  when  received, 
and  the  return  of  any  dsunaged  drugs. 

(6)  A  dally  inventory  record  for  each 
drug  used  shall  be  maintained  and  shall 
list  by  drug  lot  number  at  l^t  the  fol¬ 
lowing  Information: 

(I)  The  quantity  of  drug  on  hand  at 
the  beginning  and  at  the  end  of  each 
work  day;  the  quantity  shall  be  deter¬ 
mined  by  weighing,  coimting,  or  meas¬ 
uring,  as  aiH>roprlate. 

(II)  The  amoiuit  of  each  drug  used. 

(ill)  The  batches  of  medicated  feed 

In  which  each  drug  was  used. 


(Iv)  Whm  the  drug  Is  used  in  the 
preparation  <a  an  Intermediate  mix  In- 
t^ded  for  use  in  the  manufacture  of 
medicated  feed,  any  addltlcmal  Informa- 
ti(m  which  may  be  reqiiired  tor  the  pur¬ 
pose  of  paragraph  (b)  (7)  of  this  section. 

(v)  Action  taken  to  reconcile  any  dis¬ 
crepancies  in  the  dally  Inventory  record. 

(7)  Drug  accountability  shall  be  main¬ 
tained  for  each  lot  of  drug  by  means  of 
a  daily  comparison  of  the  actual  drug 
used  with  the  theoretical  drug  usage  In 
terms  of  the  intermediate  mixes  and 
medicated  feeds  produced.  Any  dis¬ 
crepancies  foimd  shall  be  Investigated 
and  corrective  action  taken.  TTie 
batch(es)  of  medicated  feed  shall  be 
detained  until  the  discrepancies  are 
reconciled. 

(8)  All  records  required  by  this  sec¬ 
tion  shall  be  maintained  on  the  premises 
for  at  least  1  year  after  complete  use  of 
the  drug  compcmmt. 

§  225.58  Laboratory  controls. 

(a)  Tbe  periodic  assay  of  medicated 
feeds  for  dnig  ccMoiponents  provides  a 
measure  of  performance  of  the  manu¬ 
facturing  process  In  manufacturing  a 
tmlf orm  product  of  reproducible  potency. 

(b)  The  following  assay  requirements 
shall  apply  to  medicated  feeds: 

(1)  For  feeds  requiring  aiH>roved 
Medicated  Feed  Applications  (Form 
FD-1800)  for  their  manufacture  and 
marketing: 

(1)  At  least  three  representative  sam¬ 
ples  of  medicated  feed  containing  each 
drug  or  drug  combination  used  In  the 
establishment  shall  be  collected  and  as¬ 
sayed  by  approved  official  methods,  at 
periodic  intervals  during  the  calendar 
year,  unless  otherwise  specified  in  this 
chapter.  At  least  one  of  these  assays  shall 
be  performed  on  the  first  batch  using 
the  drug.  If  a  medicated  feed  contains  a 
ccKnbinatlon  of  drugs,  only  one  of  the 
drugs  need  be  subject  to  analysis  each 
time,  provided  the  one  tested  Is  different 
from  the  one(s)  previously  tested. 

(II)  The  results  of  all  assays.  Includ¬ 
ing  those  from  State  Fed  Control  offi¬ 
cials  and  any  other  governmental  agency, 
shall  be  maintained  on  the  premises  for 
a  period  of  not  less  than  1  year  after 
distribution  of  the  medicated  feed. 

(III)  Corrective  action  shall  be  imple¬ 
mented  and  a  record  of  such  action 
maintained  where  the  results  of  assays 
show  that  the  medicated  feed  Is  not  In 
accord  with  label  specifications  or  are 
not  within  permissible  assay  limits  as 
specified  In  this  chapter. 

(2)  For  feeds  not  requiring  approved 
Medicated  Feed  Applications  (Form  FD^ 
1800)  for  their  manufacture  and  mar¬ 
keting: 

(1)  At  least  one  representative  sample 
of  medicated  feed  containing  each  drug 
or  drug  combination  used  in  the  estab¬ 
lishment  shall  be  collected  and  assayed 
•by  approved  Association  of  Official 
Analytical  Chemists  (AOAC)  methods, 
at  intervals  no  longer  than  12  months, 
unless  otherwise  specified  In  this  chap¬ 
ter.  If  a  medicated  feed  contains  a  com¬ 


bination  of  drugs,  (xily  one  of  the  drugs 
need  be  subject  to  an^sls  each  12 
months,  provided  the  (me  tested  Is  dif¬ 
ferent  from  the  one(s)  previously  tested. 

(11)  The  results  of  all  assays.  Includ¬ 
ing  those  from  State  Feed  Control  Offi¬ 
cials  and  any  other  governmental  agency, 
shall  be  maintained  on  the  premises  for 
a  period  of  not  less  than  1  year  after 
distribution  of  the  medicated  feed. 

(ill)  Corrective  action  shall  be  imple¬ 
mented  and  a  record  of  such  action 
maintained  where  results  of  assays  show 
that  the  medicated  feed  pr(xluced  Is  not 
in  accord  with  label  specifications  or  are 
not  within  permissible  assay  variations 
as  specified  in  this  chapter. 

(3)  Corrective  action  shall  Include 
provisions  for  discontinuing  distribution 
where  the  medicated  feed  fails  to  meet 
the  labeling  requirement.  Distribution  of 
subsequent  production  shall  not  begin 
until  it  has  been  determined  that  proper 
control  procedures  have  been  established. 

§  225.65  Equipment  dean-out  proce. 
dures. 

.  (a)  Adequate  clean-out  procedures  for 
all  equipment  used  In  the  manufacture 
and  distribution  of  medicated  feeds  are 
essential  to  maintain  proper  drug  poten¬ 
cy  and  minimize  the  carryover  of  drugs 
to  subsequently  made  feeds.  Such  pro¬ 
cedures  may  consist  of  cleaning  by 
physical  means,  e.g..  vacuuming,  sweep¬ 
ing,  washing,  etc.  Alternatively,  fiushlng 
techniques  may  be  used  whereby  the 
equipment  is  cleaned  either  through  use 
of  a  feed  containing  the  same  drug(s) 
or  through  use  of  drug  free  f eedstuffs. 

(b)  CHean-out  procedures  for  equip¬ 
ment  used  In  the  manufacture,  process¬ 
ing,  packing,  shipping,  or  holding  of 
medicated  feeds  or  their  drug  compo¬ 
nents  shall  conform  to  the  following: 

(1)  All  equipment.  Including  that  used 
for  storage  processing,  mixing,  convey¬ 
ing,  and  distribution  that  comes  In  con¬ 
tact  with  the  active  drug  component, 
semlprocessed,  or  processed  medicated 
feed  shall  be  subject  to  effective  proce¬ 
dures  to  prevent  imsafe  contamination 
of  subsequently  manufactured  feed. 

(2)  If  there  Is  sequential  production 
of  batches  of  a  medicated  feed  containing 
the  same  drug  component(s) .  there  shall 
be  sufficient  safeguards  to  assure  that 
the  subsequent  batches  do  not  contain 
drug  conoentratloais  in  excess  of  the 
labeled  amoimt. 

(3)  If  flushing  material  is  used,  it 
shall  be  properly  Identified,  stored,  and 
used  in  a  manner  to  prevent  unsafe 
contamination  of  other  medicated  and 
non-medlcated  feeds  with  residual 
drugs. 

Subpait  D — Packaging  and  Labeling 
§  225.80  Labeling. 

(a)  Appropriate  labeling  Identifies  the 
medicated  feed,  provides  the  user  with 
required  Information,  and  assures  that 
when  used  as  labeled  the  article  will  be 
safe  and  effective  for  its  Intended  pur¬ 
poses. 

(b)  (1)  Labels  and  labeling,  Including 
placards,  shall  be  received,  handled,  and 
stored  in  a  manner  that  prevents  label- 
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ing  mlxxips  and  assures  that  correct 
labeling  Is  employed  for  the  medicated 
feed. 

(2)  New  labels  and  labeling,  including 
placards,  upon  receipt  from  the  printer 
shall  be  proofread  against  the  master 
formula  to  verify  their  suitability  and 
accuracy.  The  proofread  label  shall  be 
dated,  initialed  by  a  responsible  indlvld> 
ual,  and  kept  for  1  year  after  all  the 
labels  from  that  batch  have  been  used. 

(3)  In  those'  instances  where  medi¬ 
cated  feeds  are  distributed  in  bulk,  com¬ 
plete  labeling  shall  suM^ompany  the  ship¬ 
ment  and  be  supplied  to  the  consignee 
at  the  time  of  delivery.  Such  labeling 
may  consist  of  a  placard  or  manufac¬ 
turer’s  invoice  that  identifies  the  medi¬ 
cated  feed  and  includes  adequate  infor¬ 
mation  for  the  safe  and  effective  use  of 
the  medicated  feed. 

(4)  Label  stock  shall  be  reviewed  peri¬ 
odically  and  discontinued  labels  shall  be 
discarded. 

Subpart  E — Records  and  Reports 

§  225.102  Master  formula  and  produc* 
tion  records. 

(a)  The  production  record  supplies  the 
history  of  a  particular  batch.  This  rec¬ 
ord  indicates  the  amount  of  drug  used, 
the  amount  of  medicated  feed  manufac¬ 
tured,  and  provides  a  check  for  the  daily 
inventory  record  of  drug  components. 
The  master  formula  record  provides  a 
procedure  setting  forth  the  theoretical 
yield  for  the  manufacture  of  specific 
batches  or  production  runs  of  medicated 
feed. 

(b)  The  master  formula  and  produc¬ 
tion  records  shall  comply  with  the  fol¬ 
lowing  provisions: 

(1)  A  master  formula  record  or  card 
shall  be  prepared,  checked,  dated,  and 
signed  by  a  qualified  person  and  shall  be 
retained  for  not  less  than  1  year  after 
production  of  the  last  batch  of  medi¬ 
cated  feed  to  which  it  pertains.  The 
master  formula  record  or  card  shall  in¬ 
clude  at  least  the  following : 

(i)  The  name  of  the  medicated  feed. 

(ii)  Hie  name  and  weight  or  measure 
of  each  drug  or  drug  combination  and 
each  nondrug  ingredient  to  be  used  in 
manufacturing  a  stated  weight  of  the 
medicated  feed. 

(iii)  A  copy  or  description  of  the  label 
or  labeling  that  will  accompany  the 
medicated  feed. 

(iv)  Manufacturing  instructions  that 
have  been  determined  to  yield  a  properly 
mixed  medicated  feed  of  the  specified 
formula  for  each  medicated  feed  pro¬ 
duced  on  a  batch  or  continuous  opera¬ 
tion  basis,  including  mixing  steps,  mixing 
times  and,  in  the  case  of  medicated  feeds 
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produced  by  continuous  production  run. 
any  additional  manufacturing  directions 
including,  when  Indicated,  the  settings  of 
equipment. 

(V)  Appropriate  control  directions.  In¬ 
cluding  the  manner  and  frequency  of 
collecting  the  required  niunber  of  sam¬ 
ples  for  specified  laboratory  assay. 

(2)  A  production  record  shall  be  pre¬ 
pared  by  qualified  personnel  for  each 
batch  or  run  of  medicated  feed  produced 
and  shall  be  retained  on  the  premises  for 
not  less  than  1  year.  The  production 
record  shall  include  at  least  the  follow¬ 
ing: 

(i)  Product  identification,  date  of  pro¬ 
duction,  and  a  written  endorsement  by  a 
responsible  individual. 

(ii)  The  quantity  and  identity  of  drug 
components  used. 

(iii)  The  theoretical  quantity  of  medi¬ 
cated  feed  to  be  produced. 

(iv)  The  actual  quantity  of  medicated 
feed  produced. 

(3)  In  the  case  of  a  custom  formula 
feed  made  to  the  specifications  of  a  cus¬ 
tomer,  the  master  formula  and  produc¬ 
tion  records  required  by  this  section  shall 
consist  either  of  such  records  or  of  copies 
of  the  customer’s  purchase  orders  and 
the  manufacturer’s  invoices  bearing  the 
information  required  by  this  section. 

(4)  Batch  production  records  shall  be 
checked  by  a  responsible  individual  after 
manufacture  and  prior  to  release  of  the 
medicated  feed  to  determine  if  all  re¬ 
quired  steps  have  been  performed.  This 
shall  Include  a  full  investigation  and, 
before  a  batch  is  released,  an  entry  into 
the  batch  records  of  the  corrective  action 
taken  where  discrepancies  are  en¬ 
countered. 

(5)  Each  batch  or  run  of  medicated 
feed  shall  be  identified  with  its  own  in¬ 
dividual  batch  number,  code,  or  date  ap¬ 
plied  to  the  label  or  invoice.  The  batch 
number  or  date  shall  permit  the  manu¬ 
facturer  to  trace  acciurately  the  manufac¬ 
turing  history  of  the  batch. 

§225.110  Distribution  records. 

(a)  Distribution  records  permit  the 
manufacturer  to  relate  complaints  to 
specific  batches  and/or  production  runs 
of  medicated  feed.  This  information  may 
oe  helpful  in  instituting  a  recall. 

(b)  Distribution  records  for  each  ship¬ 
ment  of  a  medicated  feed  shall  comply 
with  the  following  provisions: 

(1)  Each  distribution  record  shall  in¬ 
clude  the  date  of  shipment,  the  name  and 
address  of  purchaser,  the  quantity 
shipped,  the  name  of  the  medicated  feed, 
and  the  lot  or  control  number  or  the 
date  of  manufacture. 

(2)  Distribution  records  shall  be  re¬ 
tained  on  the  premises  for  not  less  than 
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1  year  after  the  date  of  shipment  of  the 
medicated  feed. 

§  225.115  Complaint  files. 

(a)  Complaints  and  experiences  of 
product  defects  relative  to  the  drug’s  ef¬ 
ficacy  or  safety  may  provide  an  indicator 
as  to  whether  or  not  medicated  feeds 
have  been  manufactiu^  in  conformity 
with  current  good  manufacturing  prac¬ 
tices.  These  complaints  and  experiences 
may  reveal  the  existence  of  manufactur¬ 
ing  problems  not  otherwise  detected 
through  the  normal  quality  control  pro¬ 
cedures.  Timely  and  appropriate  follow- 
up^  action  can  serve  to  correct  a  problem 
and  minimize  future  problems. 

(b)  ’The  medicated  feed  manufacturer 
shall  maintain  on  the  premises  a  file 
which  contains  the  following  informa¬ 
tion: 

(1)  A  record  of  each  verbal  and  writ¬ 
ten  complaint  received,  regardless  of 
source,  concerning  all  medicated  feeds 
manufactured  by  the  firm.  The  record 
shall  Include  the  date  of  the  complaint, 
the  complainant’s  name  and  address, 
name  and  lot  or  control  number  or  date 
of  manufacture  of  the  medicated  feed 
involved,  and  the  specific  details  of  the 
complaint.  This  record  shall  also  include 
all  correspondence  from  the  complainant 
and/or  memoranda  of  conversations 
with  the  complainant,  and  a  description 
of  all  investigations  made  by  the  manu¬ 
facturer  and  of  the  method  of  disposi¬ 
tion  of  the  complaint. 

(2)  For  medicated  feeds  requiring  an 
approved  Medicated  Feed  Application 
(Form  FD-1800),  records  and  reports  of 
clinical  and  other  experience  with  the 
drug  shall  be  maintained  and  reported, 
appropriately  Identified  with  the  num- 
ber(s)  of  the  Form  FD-1800  to  which 
they  relate,  to  the  Bureau  of  Veterinary 
Medicine,  5600  Fishers  Lane,  Rockville, 
MD  20852,  in  duplicate,  pursuant  to 
§  510.301  of  this  chapter. 

Interested  persons  may,  on  or  before 
October  7.  1975,  submit  to  the  Hearing 
Clerk,  Food  and  Drug  Administration, 
Rm.  4-65,  5600  Fishers  Lane,  Rockville, 
MD  20852,  written  comments  regarding 
this  proposal.  Comments  shall  be  filed 
in  qi^tupllcate  and  shall  be  identified 
with  the  Hearing  Clerk  docket  niunber 
found  in  the  document  heading.  Re¬ 
ceived  comments  may  be  seen  in  the 
above  ofBce  during  working  hours,  Mon¬ 
day  through  Friday. 

Dated:  August  4, 1975. 

Sherwin  Gardner, 
Deputy  Commissioner 
of  Food  and  Drugs. 

[FR  Doc.76-20636  Filed  8-7-76;8:46  am] 
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